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DOCUMENT NUMBER: 140:99649 

TITLE: Pharmaceutical compositions for the treatment of 

respiratory tract diseases comprising novel 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



anticholinergic agents and inhibitors of EGFR-kinase 
Pairet, Michel; Meade, Christopher John Montague; 
Pieper, Michael P. 

Boehringer Ingelheim Pharma Gmbh & Co. Kg, Germany 

PCT Int. Appl., 44 pp. 

CODEN: PIXXD2 

Patent 
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82 




20030707 



PRIORITY APPLN. INFO.: DE 2002-10230751 A 20020709 

US 2002-407746P P 20020903 

OTHER SOURCE(S): MARPAT 140:99649 

AB The invention relates to^rxoyel pharmaceutical compns . comp_risingLnovel 

antic jiolinerq ic , a gent s/1m?:?EGFR- kinase inhibitors, method for production and 
use thereof in the treatment of respiratory diseases. The synthesis of 
several EGFR-kinase inhibitors is given. Thus an inhalation capsule 
contained (microgram/capsule ) : 2 , 2-Diphenylpropionic acid scopine ester 
methobromide 60; EGFR kinase inhibitor 3500; lactose 3440. 

IT 290301-86-9P 290302-19-1P 

RL: PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(pharmaceutical compns. for treatment of respiratory tract diseases 
comprising anticholinergic agents and inhibitors of EGFR-kinase) 

RN 290301-86-9 CAPLUS 

CN Glycine, N- [4- [ [ 7-methoxy-4- [ ( 3-methylphenyl ) amino] -6-quinazolinyl ] amino] - 
4-oxo-2-butenyl] -N-methyl-, ethyl ester (9CI) (CA INDEX NAME) 




RN 



290302-19-1 CAPLUS 



CN p-Alanine, N- [4- [ [4- [ ( 3- chloro- 4- f luorophenyl ) amino] -7- 

( cyclopropylmethoxy) -6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- (2-ethoxy-2 
oxoethyl)-, ethyl ester (9CI) (CA INDEX NAME) 



CH2~ 0- 

EtO~ C- CH2— CH2~ N- CH2 — CH— CH— C— NH 
O EtO— C— CH2 0 
0 



F 



IT 402569-87-3 402855-15-6 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(pharmaceutical compns . for treatment of respiratory tract diseases 
comprising anticholinergic agents and inhibitors of EGFR-kinase) 
RN 402569-87-3 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- (cyclopropylmethoxy) 
6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- [ (2R) -2-hydroxy-3-methoxypropyl] 
, ethyl ester (9CI) (CA INDEX NAME) 




Absolute stereochemistry. 
Double bond geometry unknown. 




RN 402855-15-6 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3- chloro-4-f luorophenyl ) amino] -7- (cyclopropylmethoxy) 
6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- [ (2S) -2-hydroxypropyl] 
1,1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




REFERENCE COUNT: 
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2003:656610 CAPLUS 
139:202486 

Inhalants containing anticholinergic agent s^anaYEGFR 
kinase inhibitors r — 

tlung, Birgit; Pairet, Michel; Pieper, Michael P. 
Boehringer Ingelheim Pharma G.m.b.H. & Co. K.-G., 
Germany 

PCT Int. Appl. , 50 pp. 

CODEN: PIXXD2 

Patent 

German 
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US 2003- 


360064 




20030207 



PRIORITY APPLN. INFO 



A 
P 



20020216 
20020401 



DE 2002-10206505 
US 2002-369213P 

AB The invention relates to novel medicinal compns . on the basis of 

anticholinergic agents and EGFR kinase inhibitors, methods for their 
production and their use for treating respiratory diseases. Thus a series of 
quinazoline derivs. were synthesized that were EGFR kinase inhibitors. A 
typical inhalation powder contained ( ng/capsule) : tiotropium bromide 



10.8; EGFR kinase inhibitor 3500; lactose 3489.2. 
IT 290301-86-9P 290302-19-1P 

RL: PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(inhalants containing anticholinergic agents and EGFR kinase inhibitors) 
RN 290301-86-9 CAPLUS 

CN Glycine, N- [4- [ [ 7-methoxy-4- [ ( 3-methylphenyl ) amino] -6-quinazolinyl] amino] - 
4-oxo-2-butenyl] -N-methyl-, ethyl ester (9CI) (CA INDEX NAME) 




RN 290302-19-1 CAPLUS 

CN p-Alanine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- 

(cyclopropylmethoxy) -6-quinazolinyl] amino] -4-oxo-2-butenyl] -N- (2-ethoxy-2- 
oxoethyl)-, ethyl ester (9CI) (CA INDEX NAME) 




F 



IT 402569-87-3 402855-15-6 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(inhalants containing anticholinergic agents and EGFR kinase inhibitors) 
RN 402569-87-3 CAPLUS 

CN Glycine, N- [ 4- [ [ 4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy ) - 
6-quinazolinyl] amino] -4-oxo-2-butenyl] -N- [ (2R) -2-hydroxy-3-methoxypropyl ] - 
, ethyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry unknown. 




RN 402855-15-6 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy ) ■ 
6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- [ (2S) -2-hydroxypropyl] -, 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 
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CAPLUS COPYRIGHT 2 004 ACS on STN 
2003: 607455 CAPLUS 
139: 159940 

Use of tyrosine kinase inhibitors for treatment of 
pulmonary inflammatory conditions 
Jung, Birgit; Puschner, Hubert 

Boehringer Ingelheim Pharma G.m.b.H. & Co. K.-G., 
Germany 

Ger . Of fen. , 24 pp. 
CODEN: GWXXBX 
Patent 



LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 
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OTHER SOURCE (S) : 
AB 



IT 



RN 
CN 



lcluded) , 



MARPAT 139:159940 
The invention discloses the use of quinazoline derivs . (MarkusT 
or the compds . (1) 4- [ ( 3-chloro-4-f luorphenyl ) amino] -6- [ ( 4- 
dimethylaminocyclohexyl ) amino] pyrimido [ 5 , 4-d] pyrimidine; ( 2 ) 
4- [ (R) - ( 1-phenylethyl ) amino] -6- ( 4-hydroxyphenyl ) -7H-pyrrolo [2,3- 
d] pyrimidine ; (3) 4- [ ( 3-Chloro-4- ( 3-f luoro-4-benzyloxy ) phenyl) amino] -6- 
( ( ( 2-methansulf onylethyl ) amino ) methyl ) -furan-2-yl] quinazoline; or the 
antibody cetuximab C225, trastuzumab, ABX-EGF, Mab ICR-62 and EGFR 
antisense, their tautomers, their stereoisomers and their salts, in 
particular their physiol. compatible salts with inorg. or organic acids o|r 
bases, for the production of a medication for prevention or treatment of 
diseases of the respiratory system or the lung. Preparation of quinazoline 
compds. is included. 
290301-86-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) / 
(tyrosine kinase inhibitors for treatment of pulmonary inflammatory' 
conditions) / 
290301-86-9 CAPLUS / 
Glycine, N- [4- [ [ 7-methoxy-4- [ ( 3-methylphenyl ) amino] -6-quinazolinyl ] arafi.no] 
4-oxo-2-butenyl] -N-methyl-, ethyl ester (9CI) (CA INDEX NAME) 



MeO 

O Me O 

II I II 

E tO- C— CH2 ~ N— CH2 - CH= CH~ C~ NH 





Me 



IT 



290302-19-1 



M / 020, 0 4 4 



RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study); USES (Uses) 

(tyrosine kinase inhibitors for treatment of pulmonary inflammatory 
conditions ) 
RN 290302-19-1 CAPLUS 

CN p-Alanine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- 

(cyclopropylmethoxy) -6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- (2-ethoxy-2- 
oxoethyl)-, ethyl ester (9CI) (CA INDEX NAME) 




IT 402569-87-3 402855-15-6 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(tyrosine kinase inhibitors for treatment of pulmonary inflammatory 
conditions ) 
RN 402569-87-3 CAPLUS 

CN Glycine, N- [ 4- [ [ 4- [ (3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy ) - 
6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- [ (2R) -2-hydroxy-3-methoxypropyl ] - 
, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




F 



CI 



RN 402855-15-6 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl) amino] -7- (cyclopropylmethoxy) - 
6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- [ (2S) -2-hydroxypropyl ] -, 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry unknown. 
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Preparation of 4-phenylaminoquinazoline derivatives as 

inhibitors of tyrosine-specif ic protein kinase 

Kitano, Yasunori; Kawahara, Eiji; Suzuki, Tsuyoshi; 

Abe, Daisuke; Nakajou, Masahiro; Ueda, Naoko 

Mitsubishi Pharma Corporation, Japan 

PCT Int. Appl., 154 pp. 
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OTHER SOURCE(S): MARPAT 137:185509 

GI 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Compels, represented by the following general formula (I) or 

pharmaceutical^ acceptable salts thereof, hydrates or solvates of the 
same or mixts . of optically active isomers, racemic compds . or 
diastereomers of the same [n = an integer of 0-3; Rl = H, halo, HO, cyano, 
N02, CF3, Cl-5 alkyl, Cl-5 alkoxy, S (0) f-Cl-5 alkyl (wherein f = an 
integer of 0-2), (un) subs tituted NH2 ; one of R2 and R2 is R27S02NH, 
(R28S02)2N, Cl-5 alkoxy, MeCOCH2CONH, MeSCH2CH20C0NH, orNCCH2C0NH, etc. 
(wherein R27, R28 = optionally morpholino-substituted Cl-5 alkyl) and the 
other one represents Y (CR12R13 ) mCR8R9C . tplbond. C, Y ( CR12R13 ) mCR8R9CH : CH, 
Q, Ql (wherein R8, R9 = H, optionally HO- or Cl-5 alkoxy substituted Cl-5 
alkyl, or CR8 R9 together represent CO or C3-8 cycloalkylene optionally 
interrupted by 0, S, NH, or alkyl-N; Y = H,HO, Cl-5 alkoxy, Cl-5 
alkanoyloxy, etc.; Rll, R12 = H, Cl-5 alkyl; m = an integer of 0-3; p, q = 
2,3; Z = 0, S, SO, S02, CO, optionally substituted NH; pi, p2 = an integer 
of 1-3; nl = 0,1; W = H,HO, Cl-5 alkoxy, Cl-5 alkanoyloxy, C02H, cyano, 
di-Cl-5 alkyamino, morpholino, etc.)] are prepared These compds. have an 
excellent protein kinase inhibitory activity specific to tyrosine and, 
therefore, are usable as drugs, in particular, remedies/preventives for 
various cancers, diseases caused by arteriosclerosis or psoriasis. Thus, 
1- ( 1, l-dimethyl-2-propynyl ) -4-methylpiperazine was treated with 
4 , 4 , 5 , 5-tetramethyl-l , 3 , 2-dioxaborane in the presence of PhCl(PPh3)3 in 
THF/CH2C12 at room temperature and coupled with 

4- ( 3-chloro-4-f luorophenyl amino ) - 

6-methoxy-7-quinazolinyl triflate (preparation given) in the presence of 
PdCl2 (dppf ) . CH2C12 [dppf = 1, 1 ' -bis (diphenylphosphino) ferrocene] in a 
mixture of DMF and 2 m aqueous Na2C03 80° for 1 h to give the title 
compound (II). II.HC1 showed IC50 of 0.82 nM against EGF receptor tyrosine 
kinase . 

IT 451493-13-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of phenylaminoquinazoline derivs . as inhibitors of 
tyrosine-specif ic protein kinase for preparation and/or treatment of 
cancers, diseases caused by arteriosclerosis, or psoriasis) 
RN 451493-13-3 CAPLUS 

CN p-Alanine, N-[3-[4-[ ( 3-chloro-4-f luorophenyl ) amino] -6- [ (l-oxo-2- 

propenyl) amino] -7-quinazolinyl ] -1, l-dimethyl-2-propynyl ] -N-ethyl-, methyl 
ester (9CI) (CA INDEX NAME) 
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OTHER SOURCE (S) : 
GI 



MAR PAT 136:216762 



NRlR2 




NR3CO — A— B— C 



D — E 



I 



AB Title compds. [I; X = N, (substituted) methynyl; Rl = H, Me; R2 = 

(substituted) Ph, PhCH2, 1-phenylethyl ; R3 = H, Me; A = (substituted) 
vinyl, ethynyl, 1 , 3-butadien-l , 4-yl ; B = (substituted) alkenyl, 
alkenylcarbonyl, etc.; C = (substituted) 2-oxomorpholin-4-yl / etc; D = 
oxyalkenyl, O; E = (substituted) amino, alkenylimino, imidazolyl, 
cycloalkyl; or DE = H, (substituted) alkoxy, etc.], were prepared Thus, 
4- [ (3-chloro-4-fluorophenyl) amino] -6- [ (4- [N- (ethoxycarbonylmethyl ) -N- ( (R) - 
2 -hydroxy- 3-methoxypropyl ) amino] -l-oxo-2-buten-l-yl ) amino] -7- 
cyclopropylmethoxyquinazoline (preparation given) and MeS020H in MeCN were 
stirred for 4 h under reflux to give 69% 4-[ (3-chloro-4- 

fluorophenyl) amino] -6- [ (4- [ (R) -2-methoxymethyl-6-oxomorpholin-4-yl ] -1-oxo- 
2-buten-l-yl) amino] -7-cyclopropylmethoxyquinazoline . The latter inhibited 
epidermal growth factor (EGF) -dependent proliferation of F/L-HERc cells 
with IC50 = 2 nM. The invention relates to the use of the title compds. 
for treating tumor diseases, and lung and respiratory tract disorders. 
IT 402569-87-3P 402569-89-5P 402569-90-8P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 



(preparation of (amino) (heterocyclylcarbonylamino) quinazolines as epidermal 
growth factor receptor signal transduction inhibitors) 



RN 402569-87-3 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy ) - 
6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- [ (2R) -2-hydroxy-3-methoxypropyl ] - 
, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




F 



CI 



09/9gg, ore 



RN 402569-89-5 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy ) - 
6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- [ ( tetrahydro-4-hydroxy-2H-pyran-4- 
yl) methyl]-, ethyl ester (9CI) (CA INDEX NAME) 




CH 2 -0 
CH— C— NH 

0 




RN 402569-90-8 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- (cyclopropylmethoxy) 
6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- [ (2S ) -2-hydroxy-3-methoxypropyl ] 
, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 



MeO 
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OTHER SOURCE (S) 
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NHRl 




NHCOCH= CH^ 



O— [CH2]-R^ I 



AB Title compds. [I; Rl = PhCH2, 1-phenylethyl , (substituted) Ph; R2 = 

N- (2-oxotetrahydrofuran-4-yl)methylamino, N (CH2C02R3) 2, (substituted) 
R40C0CH2NCH2CH20H, 2-oxomorpholin-4-yl ; R3 = H, Me, Et; R4 = H, alkyl; n = 
2-4], were prepared Thus, a mixture of CH2:CHC02H and Et3N was stirred for 1 h 
at -50° with CH2 : CHC02C1 in THF followed by addition of 
6-amino-4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [3- ( 2 , 2 -dimethyl- 6- 
oxomorpholin-4-yl) propyloxy] quinazoline (preparation given) in THF at 
-55° and slowly heating up at 0° up to completely conversion 
to give 60% 4- [( 3-chloro-4-f luorophenyl ) amino] -1- [ 3- ( 2 , 2-dimethyl-6- 
oxomorpholin-4-yl) propyloxy] -6- [ (vinylcarbonyl ) amino] quinazoline . One of 
the exemplified examples, 4- [ (R) - (1-phenylethyl) amino] -7- [2- (2, 2-dimethyl- 
6-oxomorpholin-4-yl) ethoxy] -6- [ (vinylcarbonyl ) amino] quinazoline, inhibited 
epidermal growth factor (EGF) -dependent proliferation of F/L-HERc cells 
with IC50 = 0.4 nM. The invention relates to the use of the title compds. 



00/ 032, 074 



for treating tumor diseases, and lung and respiratory tract disorders. 
IT 402724-13-4P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of ( amino) ( vinylcarbonylamino ) quinazolines as epidermal growth 
factor receptor signal transduction inhibitors) 
RN 402724-13-4 CAPLUS 

CN Glycine, N-[2-[ [4-[ ( 3-chloro-4-f luorophenyl ) amino] -6- [ (l-oxo-2- 

propenyl) amino] -7-quinazolinyl ] oxy] ethyl] -N- ( 2 -hydroxy- 1 , 1-dimethylethyl ) - 
, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 
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GI 



NHRl 



.NH-CO-CH-CH 



{cH 2 }r2 



R3 



AB Title compds. [I; Rl = PhCH2, 1-phenylethyl , (substituted) Ph; R2 = 

N- [ (1, 3-dioxolan-2-yl) methyl] methylamino, (substituted) R40COCH2NCH2CH20H, 
2-oxomorpholin-4-yl; R4 = H, alkyl; R3 = H, ( alkoxy) alkoxy, 
cycloalkylalkoxy, tetrahydrof uran-3-yloxy, tetrahydropyran-3-yloxy, 
tetrahydropyran-4-yloxy, tetrahydrof uranylmethoxy, 

tetrahydropyranylmethoxy; n = 1-3], were prepared Thus, a mixture of 
6-amino-4- [ ( 3-chloro-4-f luorophenyl ) amino] -7-cyclopropylmethoxyquinazoline 
(preparation given) and disopropylethylamine in THF was dropwise treated under 
ice-cooling with BrCH2CH : CHC02C1 (preparation given) in CH2C12 followed by 
stirring for 1 h under ice-cooling and for 2 h at room temperature and 
addition of 

(S) - (2-hydroxypropylamino) acetic acid tert-Bu ester in CH2C12 to give 
after stirring over night at room temperature and stirring for 5 h at 60° 
64% 4- [ (3-chloro-4-fluorophenyl) amino] -6- [ (4- [N- (tert- 

butyloxycarbonylmethyl ) -N- ( ( S ) -2-hydroxyprop-l-yl ) amino] -l-oxo-2-buten-l- 
yl) amino] -7-cyclopropylmethoxyquinazoline. Several I inhibited epidermal 
growth factor ( EGF) -dependent proliferation of F/L-HERc cells with IC50 = 
0.02-15 nM. The invention relates to the use of the title compds. for 
treating tumor diseases, and lung and respiratory tract disorders. 

IT 402855-15-6P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent); USES (Uses) 

(preparation of (amino) (vinylcarbonylamino) quinazolines as epidermal growth 
factor receptor signal transduction inhibitors) 

RN 402855-15-6 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy ) - 
6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- [ (2S ) -2-hydroxypropyl ] - , 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




IT 402855-16-7P 402855-20-3P 402855-21-4P 
402855-26-9P 402855-27-0P 402855-28-lP 
402855-31-6P 402855-37-2P 402855-39-4P 
402855-40-7P 402855-42-9P 402855-43-0P 
402855-46-3P 402855-49-6P 402855-50-9P 
402855-51-0P 402855-74-7P 402855-75-8P 
402855-76-9P 402855-77-0P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of ( amino )( vinylcarbonylamino ) quinazolines as epidermal growth 
factor receptor signal transduction inhibitors) 
RN 402855-16-7 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy) - 
6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- [ (2R) -2-hydroxypropyl] - , 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




RN 402855-20-3 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclobutyloxy ) -6- 



0 9/922,8 ^4 



quinazolinyl] amino] -4-oxo-2-butenyl] -N- [ (2S) -2-hydroxypropyl ] - , 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




RN 402855-21-4 CAPLUS 

CN Glycine, N- [4- [ [4- [ (3-chloro-4-f luorophenyl) amino] -7- ( cyclobutyloxy ) 
quinazolinyl] amino] -4-oxo-2-butenyl] -N- [ (2R) -2-hydroxypropyl] - , 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 



-6- 



Absolute stereochemistry. 
Double bond geometry unknown. 




RN 402855-26-9 CAPLUS 

CN Glycine, N-[4-[ [4-[ ( 3-chloro-4-f luorophenyl ) amino] -7- [ [ ( 3S ) -tetrahydro-3- 
furanyl] oxy] -6-quinazolinyl] amino] -4-oxo-2-butenyl] -N- [ (2S) -2- 
hydroxypropyl] -, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




RN 402855-27-0 CAPLUS 

CN Glycine, N-[4-[ [4-[ ( 3-chloro-4-f luorophenyl ) amino] -7- [ [ ( 3S ) -tetrahydro-3- 
furanyl] oxy] -6-quinazolinyl ] amino] -4-oxo-2-butenyl ] -N- [ (2R) -2- 
hydroxypropyl]-, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




RN 402855-28-1 CAPLUS 

CN Glycine, N-[4-[ [4-[ ( 3-chloro-4-f luorophenyl ) amino] -7- [ [ (3R) -tetrahydro-3- 
furanyl] oxy] -6-quinazolinyl ] amino] -4-oxo-2-butenyl] -N- [ (2R) -2- 
hydroxypropyl] -, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




-07 4 



RN 402855-31-6 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- [ ( tetrahydro-2H-pyran- 
4-yl) oxy] -6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- ( 2-hydroxy-2- 
methylpropyl) -, ethyl ester (9CI) (CA INDEX NAME) 



O 




F 



RN 402855-37-2 CAPLUS 

CN Glycine, N-[4-[ [4-[ ( 3-chloro-4-f luorophenyl ) amino] -7- [ [ ( 3R) -tetrahydro-3- 
furanyl] oxy] -6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- [ (2S) -2- 
hydroxypropyl] -, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




RN 402855-39-4 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl) amino] -6-quinazolinyl] amino] -4- 
oxo-2-butenyl] -N- [ (2R) -2-hydroxypropyl ] - , 1, 1-dimethylethyl ester (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry unknown. 



QQ/£ 2 2, - 07 4 




RN 402855-40-7 CAPLUS 

CN Glycine, N-[4-[ [4-[ ( 3-chloro-4-f luorophenyl ) amino] -7- [ ( tetrahydro-2H-pyran- 
4-yl) oxy] -6-quinazolinyl ] amino] -4-oxo-2-butenyl] -N- [ (2R) -2-hydroxypropyl] - 
, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




RN 402855-42-9 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] ~1- ( cyclopentyloxy ) -6- 
quinazolinyl] amino] -4-oxo-2-butenyl] -N- [ (2R) -2-hydroxypropyl] - , 
1,1-dimethylethyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry unknown. 




F 



Cl 



RN 402855-43-0 CAPLUS 

CN Glycine, N-[4-[ [4-[ ( 3-chloro-4-f luorophenyl ) amino] -7-methoxy-6- 
quinazolinyl] amino] -4-oxo-2-butenyl] -N- [ (2R) -2-hydroxypropyl ] -, 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 



0 




F 



Cl 



RN 402855-46-3 CAPLUS 

CN Glycine, N-[4-[ [4-[ ( 3-chloro-4-f luorophenyl ) amino] -7- [ (tetrahydro 
furanyl)methoxy] -6-quinazolinyl ] amino] -4-oxo-2-butenyl ] -N- [ (2R) -2 
hydroxypropyl]-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




F 



CI 



RN 402855-49-6 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] ~1~ [ ( tetrahydro-2H-pyran- 
4-yl)methoxy] -6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- [ (2R) -2- 
hydroxypropyl] -, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




F 



CI 



RN 402855-50-9 CAPLUS 

CN Glycine, N- [4- [ [7- ( cyclopropylmethoxy ) -4- [ (phenylmethyl ) amino] -6- 
quinazolinyl] amino] -4-oxo-2-butenyl ] -N- [ (2R) -2-hydroxypropyl] 
1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry . 
Double bond geometry unknown. 




RN 402855-51-0 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-fluorophenyl) amino] -7- [ ( tetrahydro-2H-pyran- 
4-yl)methoxy] -6-quinazolinyl ] amino] -4-oxo-2-butenyl ] -N- [ (2S) -2- 
hydroxypropyl] -, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 




F 



CI 



RN 402855-74-7 CAPLUS 

CN Glycine, N- [4- [ [4- [ (3-chloro-4-f luorophenyl) amino] -7- ( cyclopropylmethoxy) - 
6-quinazolinyl] amino] -4-oxo-2-butenyl] -N- [ (2R) -2-hydroxypropyl ] - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry unknown. 




RN 402855-75-8 CAPLUS 

CN Glycine, N- [ 4- [ [ 4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy ) - 
6-quinazolinyl] amino] -4-oxo-2-butenyl] -N- (2-hydroxy-2-methylpropyl ) - (9CI) 



(CA INDEX NAME) 




RN 402855-76-9 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- (cyclopropylmethoxy) - 
6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- (2-hydroxy-l , 1-dimethylethyl ) - 
(9CI) (CA INDEX NAME) 




RN 402855-77-0 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy ) - 



6-quinazolinyl] amino] -4-oxo-2-butenyl] -N- [ (2R) -2-hydroxypropyl ] -, methyl 
ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry unknown. 
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AB Title compds. [I; X = NCN, N; Rl = H, alkyl; R2 = (substituted) Ph, PhCH2, 
PhCH2CH2; R3 = H, alkyl; R4 = H, alkoxy, cycloalkoxy, cycloalkylalkoxy ; A 
= (substituted) vinylene; B = bond, ( f luoro ) alkylene ; D = substituted 
pyrrolidinyl, piperidinyl, piperazinyl, etc.], were prepared Thus, 
4- [ (3-chloro-4-f luorophenyl) amino] -6- [ [4- (piperazin-l-yl ) -l-oxo-2-buten-l- 
yl] amino] -7-cyclopropylmethoxyquinazoline (preparation given) in THF was 
treated with Et3N and then with 3-bromodihydrof uran-2-one in THF under ice 
cooling followed by stirring for 48 h at room temperature to give 56% 
4- [ (3-chloro-4-f luorophenyl) amino] -6- [ [4- [4- ( 2-oxotetrahydrof uran-3- 
yl) piperazin-l-yl] -l-oxo-2-buten-l-yl] amino] -7- 

cyclopropylmethoxyquinazoline. The latter inhibited epidermal growth 
factor (EGF) -dependent proliferation of F/L~HERc cells with IC50 =0.05 
nM. 

IT 367283-05-4 367283-07-6 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of quinazolines as inhibitors of epidermal growth 
factor-mediated signal transduction) 
RN 367283-05-4 CAPLUS 

CN Glycine, N- [ 1- [ 4- [ [ 4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- 

(cyclopropylmethoxy) -6-quinazolinyl] amino] -4-oxo-2-butenyl] -4-piperidinyl ] - 
N-(2-hydroxyethyl)-, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 




F 



RN 367283-07-6 CAPLUS 

CN Glycine, N- [1- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- 

(cyclopropylmethoxy) -6-quinazolinyl] amino] -4-oxo-2-butenyl ] -4-piperidinyl] - 
N-[ (2R)-2-hydroxypropyl]-, 1, 1-dimethylethyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
Double bond geometry unknown. 




F 



CI 
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AB Title compels. [I; Rl = H, Cl-C4-alkyl; R2 = (un) substituted Ph, benzyl, 

1-phenylethyl; R3, R4 independently = H, F, CI, CH30, CH30CH2, (CH3)2NCH2, 
(CH3CH2) 2NCH2, pyrrolidine), piperidino, morpholino ; X = C(CN), N; A = O, 
NH, (C1-C4) -alkylN; B = CO, S02; C = 1, 3-allenylene, 1 , 1-vinylene, 
1, 2-vinylene, 1 , 3-butadien-l, 4-ylene, with CH3 , CF3 substitution; D = 
alkylene, CO-alkylene, S02-alkylene; CO, S02; E = HOCO ( CH2 ) nNR5 , 
(HO) 2P( :0) (CH2)nNR5; n = 1-6; R5 = H, alkyl] , tautomers, stereoisomers, 
and physiol. acceptable salts are prepared and having valuable pharmacol. 
properties, particularly an inhibiting effect on signal transduction 
mediated by tyrosine kinases. Title compds . are useful for treating 
tumoral diseases, diseases of the lungs and respiratory tract. Thus, the 
title compound II was prepared and tested by Cell Titer 96TM Aqueous 



Nonradioactive Cell Proliferation Assay. 
IT 289700-68-1P 290301-64-3P 290302-19-1P 
290302-98-6P 290303-04-7P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of aminoquinazoline and aminoquinoline derivs . having an 
inhibitory effect on signal transduction mediated by tyrosine kinases 
useful for treating tumoral diseases, lung and respiratory tract 
diseases ) 
RN 289700-68-1 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-bromophenyl ) amino] -6-quinazolinyl ] amino] -4-oxo-2- 
butenyl] -N-methyl-, ethyl ester (9CI) (CA INDEX NAME) 




RN 290301-64-3 CAPLUS 

CN Glycine, N- [3- [ [4- [ (3-bromophenyl) amino] -6- [ ( l-oxo-2-propenyl ) amino] -7- 
quinazolinyl] oxy] propyl] -N-methyl-, ethyl ester (9CI) (CA INDEX NAME) 




RN 290302-19-1 CAPLUS 

CN p-Alanine, N-[4-[ [4-[ ( 3-chloro-4-f luorophenyl ) amino] -7- 

(cyclopropylmethoxy) -6-quinazolinyl ] amino] -4-oxo-2-butenyl ] -N- (2-ethoxy-2- 
oxoethyl)-, ethyl ester (9CI) (CA INDEX NAME) 



30/932, 814 



-CH2-0 

E 1 0- C- CH2 ~ CH2 ~ N~ CH2 ~ CH= CH- C— NH 
0 EtO— C-CH2 0 
0 




RN 290302-98-6 CAPLUS 

CN Glycine, N- [2- ( acetylthio ) ethyl] -N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] 
7- (cyclopropylmethoxy) -6-quinazolinyl ] amino] -4-oxo-2-butenyl ] -, ethyl 
ester (9CI) (CA INDEX NAME) 



-CH 2 -0 

u 

II 

EtO- C- CH2 - N— CH2 — CH= CH- C— NH 
AcS-CH2"-CH2 0 




RN 290303-04-7 CAPLUS 

CN Glycine, N- [2- (acetyloxy) ethyl] -N- [4- [ [ 4- [ ( 3- 
7- (cyclopropylmethoxy) -6-quinazolinyl] amino] - 
ester (9CI) (CA INDEX NAME) 



chloro-4-f luorophenyl ) amino] ■ 
4-oxo-2-butenyl] -, ethyl 




IT 290304-10-8 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of aminoquinazoline and aminoquinoline derivs . having an 



inhibitory effect on signal transduction mediated by tyrosine kinases 
useful for treating tumoral diseases, lung and respiratory tract 
diseases ) 
RN 290304-10-8 CAPLUS 

CN Glycine, N- [4- [ [4- [ (3-bromophenyl) amino] -7-methoxy-6-quinazolinyl] amino] -4- 
oxo-2-butenyl] -N- [2- (methylsulf onyl ) ethyl ] 1, 1 -dimethyl ethyl ester (9CI) 
(CA INDEX NAME) 




IT 290303-83-2P 290303-84-3P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of aminoquinazoline and aminoquinoline derivs . having an 
inhibitory effect on signal transduction mediated by tyrosine kinases 
useful for treating tumoral diseases, lung and respiratory tract 
diseases ) 
RN 290303-83-2 CAPLUS 

CN Glycine, N- [4- [ [4- [ (3-bromophenyl) amino] -7-methoxy-6-quinazolinyl] amino] -4- 
oxo-2-butenyl] -N- [2- [ (methylsulf onyl ) oxy] ethyl] -, 1, 1-dimethylethyl ester 
(9CI) (CA INDEX NAME) 




Br 



RN 290303-84-3 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy ) - 
6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- [ 2- [ (methylsulf onyl ) oxy] ethyl] -, 
ethyl ester (9CI) (CA INDEX NAME) 



Me- S- 0- CH2 - CH2 ~ N— CH2 - CH 
O EtO-C-CH2 
O 




IT 289700-69-2P 290301 
290301-73-4P 290301 
290301-80-3P 290301 

290301- 89-2P 290301 

290302- 07-7P 290302 
290302-27-1P 290302 
290302-83-9P 290302 
RL: SPN (Synthetic 
study); PREP (Prepa 

(preparation of 
inhibitory effec 
useful for treat 
diseases ) 
RN 289700-69-2 CAPLUS 
CN Glycine, N-[4-[[4-[ 
oxo-2-butenyl] -N-me 



-65-4P 290301-66-5P 
-78-9P 290301-79-0P 
-86-9P 290301-87-0P 
-90-5P 290301-91-6P 
-09-9P 290302-23-7P 
-43-1P 290302-49-7P 
-99-7P 

preparation) ; THU (Therapeutic use) ; BIOL (Biological 
ration); USES (Uses) 

aminoquinazoline and aminoquinoline derivs . having an 
t on signal transduction mediated by tyrosine kinases 
ing tumoral diseases, lung and respiratory tract 



3-bromophenyl) amino] -7-methoxy-6-quinazolinyl] amino] -4- 
thyl-, ethyl ester (9CI) (CA INDEX NAME) 




RN 290301-65-4 CAPLUS 

CN Glycine, N- [2- [ [4- [ (3-bromophenyl) amino] -6- [ ( l-oxo-2-propenyl ) amino] -7- 
quinazolinyl] oxy] ethyl] -N-methyl-, ethyl ester (9CI) (CA INDEX NAME) 



O Me 




RN 290301-66-5 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-bromophenyl ) amino] -6- [ ( l-oxo-2-propenyl ) amino] -7- 
quinazolinyl] oxy] butyl] -N-methyl-, ethyl ester (9CI) (CA INDEX NAME) 



O Me 




Br 



RN 290301-73-4 CAPLUS 

CN Glycine, N- [4- [ [4- [ (3-bromophenyl) amino] -7-methoxy-6-quinazolinyl ] amino] -4- 
oxo-2-butenyl ] -N- (2-ethoxy-2-oxoethyl ) ethyl ester (9CI) (CA INDEX 
NAME) 




RN 
CN 



290301-78-9 CAPLUS 

Glycine, N- [7- [ [4- [ (3-bromophenyl) amino] -6-quinazolinyl ] amino] -4, 7-dioxo-5- 
heptenyl] -N-methyl-, ethyl ester (9CI) (CA INDEX NAME) 



■ 00/922,07 4 




Br 



RN 290301-79-0 CAPLUS 

CN Glycine, N- [ 7- [ [ 4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclop ropylmethoxy) - 
6-quinazolinyl] amino] -4, 7-dioxo-5-heptenyl] -N-methyl-, ethyl ester (9CI) 
(CA INDEX NAME) 




CI 




F 



RN 290301-80-3 CAPLUS 

CN Glycine, N- [ 6- [ [ 4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cycl op ropylmethoxy ) - 
6-quinazolinyl] amino] -3, 6-dioxo-4-hexenyl] -N-methyl-, ethyl ester (9CI) 
(CA INDEX NAME) 




RN 290301-86-9 CAPLUS 

CN Glycine, N- [4- [ [ 7-methoxy-4- [ ( 3-methylphenyl ) amino] -6-quinazolinyl] amino] - 
4-oxo-2-butenyl] -N-methyl-, ethyl ester (9CI) (CA INDEX NAME) 



3 0/922, 074 ' 




Me 



RN 290301-87-0 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chlorophenyl ) amino] -7-methoxy-6-quinazolinyl] amino] - 
4-oxo-2-butenyl] -N-methyl-, ethyl ester (9CI) (CA INDEX NAME) 




CI 



RN 290301-89-2 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-bromophenyl ) amino] -7-methoxy-6-quinazolinyl] amino] -4- 
oxo-2-butenyl] -N-methyl-, methyl ester (9CI) (CA INDEX NAME) 




Br 



RN 290301-90-5 CAPLUS 

CN Glycine, N- [4- [ [4- [ (3-bromophenyl) amino] -7-methoxy-6-quinazolinyl ] amino] -4- 
oxo-2-butenyl] -N-methyl-, 1 , 1-dimethylethyl ester (9CI) (CA INDEX NAME) 




Br 



RN 290301-91-6 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-bromophenyl ) amino] -7-methoxy-6-quinazolinyl] amino] -4- 
oxo-2-butenyl] -N-methyl-, cyclohexyl ester (9CI) (CA INDEX NAME) 




Br 



RN 290302-07-7 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-bromophenyl ) amino] -7~methoxy-6-quinazolinyl ] amino] -4- 
oxo-2-butenyl] -N- (2-hydroxyethyl ) -, 1 , 1-dimethylethyl ester (9CI) (CA 
INDEX NAME) 




Br 



RN 290302-09-9 CAPLUS 

CN Glycine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl) amino] -7- ( cyclopropylmethoxy ) - 
6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N-methyl-, ethyl ester ( 9CI ) (CA 
INDEX NAME) 




RN 290302-23-7 CAPLUS 

CN p-Alanine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- 

(cyclopropylmethoxy) -6-quinazolinyl ] amino] -4-oxo-2-butenyl ] -N- (3-ethoxy-3- 
oxopropyl)-, ethyl ester (9CI) (CA INDEX NAME) 



0 

EtO- C- CH2— CH2~ N~ CH2 — CH 
EtO— C— CH2~CH2 
0 




RN 290302-27-1 CAPLUS 

CN Glycine, N- [ 4- [ [ 4- [ ( 3-chloro- 4- f luorophenyl ) amino] -7- ( cyclop ropylmethoxy) 
6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- ( 2-hydroxyethyl ) ethyl ester 
(9CI) (CA INDEX NAME) 
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CN Glycine, N- [4- [ [4- [ ( 3-chloro- 4- f luorophenyl ) amino] -7- ( cyclopropylmethoxy ) - 
6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- ( 2-hydroxy-2-methylpropyl ) 



\ 



ethyl ester (9CI) (CA INDEX NAME) 
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CN Glycine, n- [4 - [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- ( cyclopropylmethoxy ) 
6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- ( 2-methoxy-2-oxoethyl ) methyl 
ester (9CI) (CA INDEX NAME) 




O 
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CN Alanine, N- [4- [ [4- [ ( 3-chloro-4-f luorophenyl ) amino] -7- (cyclopropylmethoxy) 
6-quinazolinyl] amino] -4-oxo-2-butenyl ] -N- ( 2-ethoxy-2-oxoethyl ) -, ethyl 
ester (9CI) (CA INDEX NAME) 




CI 
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RN 290302-99-7 CAPLUS 

CN p-Alanine, N- [4- [ [4- [ ( 3-bromophenyl ) amino] -7-methoxy-6- 

quinazolinyl] amino] -4-oxo-2-butenyl ] -N- ( carboxymethyl ) - (9CI) (CA INDEX 
NAME) 



HO2C— CH2 
H02C- CH2— CH2~ N— CH2~ CH= 




NH 
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